Lipoid proteinosis (LP) is a rare genetic disease with autosomal recessive inheritance. It most often involves deposition of periodic acid Schiff positive hyaline material in skin, oral mucosa, larynx and other tissues. But it also involves the central nervous system, lungs, lymph nodes and striated muscles. Hoarseness, small papules on the eyelid border (moniliform blepharosis), enlarged tongue, waxy skin, and diffuse verrucous skin colored or yellowish papules and plaques on traumatized areas and oral mucosa are the most common features leading to the clinical diagnosis of LP. We present the case report of a 12-year-old boy with signi ficant hoarseness, inability to protrude the tongue, beaded papules along the eyelid margins, and scarring of the skin. Of his two sisters, one had the same symptoms but with less clinical severity and the other had no features of LP.
INTRODUCTION
Lipoid proteinosis (LP) or Urbach Wiethe disease (UWD) 1 is characterized by laryngeal manifestation of hoarse ness, whitish papules on the eyelids, acneform scars which are particularly evident on the face and the limbs and often of a relatively discrete nature in the skin and in the mucous membranes of the mouth, pharynx and larynx. 2 The first case of LP was reported by Seibenmann in 1908. Initially, this disorder was observed in South Africa, where the gene responsible was introduced in the mid-17th century by a Lipoid proteinosis is a rare autosomal recessive disorder of variable severity that may involve the upper respiratory tract and internal organs. It may display different clinical mani festations based on the site of involve ment. 7 Lipoid pro teinosis is caused by homo zygous or compound heterozygous mutations in the extra cellular matrix-1 (ECM-1) gene located on chromosome 1q21. 1, 8 The ECM-1 gene encodes an important structural component of the basement mem brane and extracellular matrix. [8] [9] [10] The dermatological manifestations of LP, such as warty skin, scarring, and mucosal thickening arise from the loss of protein-protein interactions due to ECM-1 gene mutations. 8, 11 The hyaline like material is periodic acid Schiff (PAS) positive and diastase resistant and is believed to be the result of the deposition of noncollagenous proteins and glycoproteins. 12 In approximately two thirds of cases, voice change secon dary to laryngeal involve ment occurring at birth or early in infancy is the first mani festation of the disease. The most characteristic symptom, hoarseness, is found since birth. There is often thickening of lower lip and the tongue which causes its reduced motility. Small nodules, often not more than one millimeter in diameter, are found along the edge of the eyelids are found, and similar changes are observed in the nasopharynx, tongue, and vocal cords resulting in characteristic severe fibrosis and hoarseness. A few cases of LP associated with mild mental retardation have been reported. Other rarely associated neurologic abnormalities include complex partial seizures, amnesia, and mood disturbances, which often begin in the second decade of life. 8 Although more than 250 cases have been reported, the occurrence of the disease in siblings is very rare. Interestingly, most familial cases have been reported from South Asia, including India, Saudi Arabia, Iran, Kuwait and Turkey where consanguineous marriages are commonly seen. 13 Here, we present a case report of LP in a 12-year-old boy born of consanguineous marriage.
CASE REPORT
A 12-year-old tribal boy reported to the outpatient department of ENT of our institute with chief complaints of hoarse ness of voice since infancy. He also had restricted tongue protrusion and speech impairment. The patient also complained of scarring of the skin over the face ( Fig. 1 ) and extremities since infancy. The laryngeal examination showed bilaterally thickened vocal cords and swollen arytenoids (Fig. 2 ). Both vocal cords were mobile and other parts of larynx were normal. The skin lesions were evaluated by the dermatologist. They appeared as recurrent episodes of pustules and on healing, these pustules left pitted scars. On examinations, the margins of eyelids had become thickened, beaded and irregular (Fig. 3) . There was no history of headache, epilepsy or visual disturbances and his intelligence was normal. There was no such disease among the parents but his younger sibling had similar complaints. The parents gave history of consanguineous marriage. Among his two sisters, one had the same symptoms but with less clinical severity while the other had no features of LP.
Routine laboratory tests included complete blood count, liver and kidney function tests, serum lipid profile, serum porphyrin level and urine, which were all within normal limits. The patient had undergone release of tongue tie for improvement of speech. Laryngeal biopsy was taken from thickened vocal cord under general anesthesia. The histopathological study (Fig. 4) confirmed the diagnosis of LP.
DISCUSSION
In 1908, the first case of Urbach-Wiethe disease was reported by Seibenmann, a professor of otolaryngology in Basel, Switzerland. In 1925, Friedrich Miescher, a Swiss dermatologist, reported on three similar patients.
14, 15 An official report of the disease was first described in 1929 by a Viennese dermatologist and otorhino laryn gologist, Urbach and Wiethe. 16 Its original name of 'lipoidosis cutis et mucosae' was changed to 'lipoid proteinosis cutis et mucosae' due to Urbach's belief that the condition was due to abnormal lipid and protein deposits within the tissues. 16 Some have debated as to whether or not the disease is actually a form of mucopoly saccharidosis, amyloidosis, or even porphyria. The discovery of the Urbach-Wiethe disease causing mutation to the ECM-1 gene has now provided a definitive way to differentiate Urbach-Wiethe disease from other conditions. The diagnosis can be established on the basis of characteristic clinical features and confirmed by histopathology.
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Lipoid proteinosis disease is very rare, In medical literature, there are only about 300 reported cases. 17 Almost a quarter of these are from South Africa. Though Urbach-Wiethe disease is found worldwide, many of these are in patients of Dutch, German and Khoisan ancestry. 16, 17 This high frequency is thought to be due to the founder effect. 18 Due to its recessive genetic cause and the ability to be a carrier of the disease without symptoms, Urbach-Wiethe disease often runs in families. In some regions of South Africa, up to one in 12 individuals may be carriers of the disease. 16 Most of the case studies involving Urbach-Wiethe disease patients involve only one to three cases and these cases are often in the same family. Due to its low incidence, it is difficult to find a large enough number of cases to adequately study the disease. Urbach-Wiethe disease is typically not a life-threatening condition. 17 The life expectancy of these patients is normal as long as the potential side effects of thickening mucosa, such as respiratory obstruction are properly addressed. 19 Although this may require a tracheostomy or laser surgery for getting airway, such steps can help to ensure that individuals with Urbach-Wiethe disease are able to live a full life. Oral dimethyl sulfoxide has been shown to reduce skin lesions, helping to minimize discomfort for these individuals. 16 The exact etiology and pathogenesis of LP are not known. Mutations in the gene encoding ECM-1 gene on band 1q21 have been identified as the cause of LP. 20 The different manifestations of LP are associated with extensive deposition of noncollagenous proteins and glycoproteins in the larynx, skin and other organs. 16 Diffuse infiltration of the pharynx and larynx with hyaline material may cause respiratory distress. 21 A case report presented with speech difficulty and xerostomia but had no upper respiratory distress or dyspnea. Infiltration of the tongue and frenulum results in woody firmness and impaired mobility. Hyaline material can also deposit in the conjunctiva, cornea, trabeculum and retina. 22 Corneal opacity or secondary glaucoma due to infiltration in the trabeculum may present later. 23 Calcification of intra cerebral parasellar or hippocampal gyri may sometimes be associated with epilepsy, behavioral changes, learning difficulties. 24 Histochemical diagnosis is now possible by using an antibody to ECM-1. 25 The differential diagnosis of this pathological condition should consider erythropoietic proto porphyria, the lesions of which are restricted to solar exposed areas and there is involvement of the mucous membrane.
26
The first clinical sign is often hoarseness of voice, which presents at birth, or early childhood and becomes promi nent within the first few years of life and can progress to complete aphonia. Mucosa of the lips, tongue and pharynx soon develop firm and yellow-white infil trates. [26] [27] [28] The tongue is enlarged and becomes firm on palpation. Skin changes become prominent in early life with the development of yellow-brown nodules on the face and lips. Scattered lesions resembling atrophic, pitted, acne scars may be seen on the face as well as on non-acne prone regions of the body. Deposition of yellow materials induce a marked thickening of the facial skin with deep wrinkles, which may resemble solar elastosis. Translucent keratotic papules are seen on the elbows and knees. 29 The skin shows increased susceptibility to injury from minor trauma and infection with recurrent attacks of impetigo, often bullous in nature.
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The eyelid lesions, which are pathognomonic for the disease, are described in 50% of cases. 11 These lesions appear as small, flesh-colored papules seen along the margins of the upper and lower eyelid. The appearance of these papules is variously described as 'string of beads' or 'eyelid beading' and is also known as 'moniliform blepharosis'.
11,30
Characteristic bilateral calcifications or ossifications are found in temporal lobes in 50 to 75% of cases. Dental abnormalities are seen in 30% cases 4 and epilepsy may also be observed. The exact pathogenesis of this disease is not clear but has been postulated to be as a result of either a lysosomal storage disorder involving multiple enzyme defects or from a disturbance in collagen synthesis. 16 Recent studies have shown that it is the result of altered expression of ECM-1 gene. 18 Histologically, LP is characterized by deposition of a PAS-positive, diastase resistant material at the level of the basement membrane, papillary dermis, surrounding blood vessels, and around adnexal epithelia, especially sweat coils. Ultrastructural examination reveals concentric rings of excess basement membrane surrounding blood vessels and irregular reduplication of lamina densa at dermoepidermal junction resulting in an onion-skin appearance. Presently, there is no effective treatment avai lable for LP. Microlaryngoscopy and excision of deposits on vocal cords may be done to improve the voice. Respiratory obstruction is rare and may need tracheostomy. Therapeutic approaches reported in the literature include oral steroids, dimethyl sulfoxide, intralesional heparin, etretinate and pencillamine. 31 
CONCLUSION
Hoarseness of voice since infancy, multiple beaded papules along eyelid margins, restricted mobility of tongue, thickened protuberant lips, thickened oral mucosa, and scarring of the skin over face clinched the diagnosis of LP. Scars over the face may need differentiating from erythropoietic porphyria. Absence of photosensitivity and presence of PAS positive material on sun protected area and around vessels and superficial dermis delineate this condition. It is very important to consider this disease in the differential diagnosis of hoarseness because it might lead to life-threatening airway compromise. We herewith report this case for its rarity with very typical diagnostic features and the need for multispecialty approach in managing the patient.
